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I HEREBY CERTIFY THAT THIS COR»B6J»ONt>ENeB 1* BfiWO SECT TO THE 
ASSIST AKT COMMISSIONER FOR pATtoHTS, WaSHXHOTOW. D.C.. 20231, VU 
FACStMlUR AT FACSIMILE MO. ON: 



Attorney's Docket No. 018*1VQQ 2 



IN THE UNTTED STATES PATENT AND nUDEMAXK OWlCtt 



In re Patent Application of 

RICHARD J. C5REFF, W al 

Application Ny.: 08/307,863 

Filed: July 27, 1995 

For: NOVEL COMPOSITIONS FOR 
USE IN FMBOLIZING 
BLOOD VESSELS 



BOX AF 

Group Art Unit; 1511 
Examiner P. Nilainl 



DECLARATION OF RICHARD GREFP PURSUANT TO 37 C.F.R. C1.132 



The Assiftlanr Commissioner for Patents 
BOX AF 

Washington, D C 20231 



Sir: 



I, RICHARD GREFF, hereby declare: 



i . i am a joint inventor for the above-noted application. 



2. 1 have a Ph.D. in Polymer Chemistry from Polytechnic University, New York 
in 1970 and have over 25+ yews experience In polymer chemistry including aver 2 years 
of experience in tke preparation and use of embolic coiupwaitions as set fuilh in 0ie 
claims of this application including those comprising tantalum or barium sulfate as the 
water insoluble contrast agent. 
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4 I Am Currently a ^annuitant and, MW>ng other clients, I dm a COnSUlt&nt With 

MicroThcrapeutics. Inc. p a&sign« of the entire right, tide and interest in tills application, 

4. I am familiar with the final Office Actio* received in the above-noted 
application *^*h the daimod iuveuiluii wjflcii relates to compositions comprising from 
about 2,5 to about 8 weight percent of a copolymer of ethylene vinyl alcohol, from about 
10 to about 40 weight percent of a water insoluble contort agent selected from the group 
consisting of tantalum, barium sulfate and tantalum oxide and from about 52 to about 
87. S weight percent of a biocompatible solvent as udl as method* for embolizing blood 
vessels using such compositions, 

5. I was present during an interview with Examiner Niland conducted by Gerald F, 
Swiss, Esq, (Reg. No, 30,1114) on Match 17, 1997 concerning the final Office Action 
received in this application wherein M r. Swi gs stated that Example 3 of this application 
demonstrated that a composition comprising m etrirairu de (a water soluble contrast agent) 
fxtirii ro provide tor a wall defined solid precipitate when injected into saline. 

6. la fact. Example 3 Of IhiS application was based on an experiment conducted 
under my supervision and direction and the particulars of the composition of this example 
are found at page 16 of this application. 

7. After a review of the results of this experiment and btoed on my recollection Of 
these results. I hereby confirm that the metruamide containing composition did niH form 
a well defined solid mass upon injection into saline but, as I observed, a loosely defined 
precipitate was formed having the consistency of tissue/toilet paper when exposed to 
water which, within seconds after forming, began to cKsmtegraxe/ftagment. 

8. In comparison and as requested by Examiner Niland during the interview, I 
Conducted the following experiment to determine whether tantalum, a water insoluble 
contrast agent, provided for different lesulis than (he merrizamide containing composition 
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when employed ax the mteiinum weight amminrs for the ethylene vinyl alcohol copulymer 
and the water insoluble contrast agem as recited in Claim I . 

9. At my instructions, a composition comprising 8 weight percent ethylene vinyl 
alcohol cooolymer f68 molt permit vinyl alcohol, 32 mole percent ethylene), 52 weight 
percent of dimethyl sulfoxide (DMSO - biocompatible solvent) and 40 weight percent 
tantalum (water insoluble corniest agent) was prepared. 

10 After thoroughly shaldng (he composition, I partially filled a 1 cc syringe 
having a 21 gage needle attached thereto with this composition and 0.1 cc of this 
composition was then Injected from the syringe into a saline solution maintained at about 
37 S C whereupon a coherent mass/precipitate formed immediately. After *H<nu < minutes, 
the precipitate *>a$ removed from the saline with tweezers and examined manually. The 
precipitate was soft, spongy and did not brak apart with gcim* manipulation ami no 
fragments Or fines Of the polymer or tantalum were found. 

11. Based on ilic above data, I concluded that the composition comprising 8 weight 
percent ethylene vinyl alcohol copolymer (68 mole percent vinyl alcohol, 32 mole percent 
ethylene), 52 weight percent of dimethyl sulfoxide (DMSO) and 40 weight percent 
tantalum formed a well defined solid mass or precipitate upon injection into saline 
whereas the metrizamide composition of Example 3 did not, 

12. Based upon mi experience wjtfi compositions of this invention comprising 
barium sulfate is the water insoluble contiasi agent, 1 expect that compositions 
comprising barium sulfate will behave cquivelcndy as those containing tantalum* 
Additionally. I have no reason to believe that compositions comprising tantalum oxide as 
the water insoluble contrast agent will behave differently. 
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I hereby d ttl a« aJl ^tements n-de ^ of my own ^ lRj(f „ d 

4- all «a tem cn, s made on infer*.*,,, ^ belief a « beUev* to be true; and funiler that 
*oac suoemencs were made ** the ^ that willful false Omenta and tf « Ute 
so made « punishable by fine or imprisonment, ox both, under 0100] of -Rtk 18 of the 
Uiuied States Code and lhai such wi.iful false stttenwts ^ jeopaRllas ^ ^ of 
the application or any patent issued thereon. 



Respectfully submitted, 




